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CLAIMS 



WHAT IS CLAIMED IS: 

5 1 . A method of delivering a polynucleotide preferentially to a s| 

. region of a respiratory tract in a mammalian subject, comprising 
\jLAA>\y ^ (a) aerosolizing a formulation comprising.'ar'^olynucleotide, thereby forming 
^^^^^ 1^ aerosolized particles having an aerodynaijjie^Si^eter related to the diameter of airways 
13 in an area of a respiratory tracts 

(b) inh^lirrgme aerosol into the respiratory tract of the subject, wherein the 
aerodyn^jaricdiameter of the particles target the particles to the specified region of the 
iiratorjr tr^ 
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2, The method of claim 1 , wherein the aerodynamic diameter of the particleg^ 
is in the range of 1-3 jxm, and the specified region of the respiratory tract istJue-fttVeoli. 
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3. The method of claim 1 , wherein tiig^aefodynamic diameter of the particles 
is in the range of 4-6 ^m, and the specified'fegion of the respiratory tract is the central 
airways. 

4. ^✓^^Tie method of claim 1 , wherein the aerodynamic diameter of the particles 
is iivth^range of 7-10 ^m, and the specified region of the respiratory tract is the upper 
rrspiratorv tract. 
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8. The method of claim 1, wherein the formula tion is an aque^i is.^o*titTDn 
and the method furdieiz-earrrprtses heatmg m an amount significant to evaporate water 

rom the solution thereby adjusting particles. 

9. The method of claim 8, wherein the specific region of respiratory tract isy 
further targeted by adjusting the volume of air inhaled with the aerosol 



10. The method of claim 1 , wherein the formulation is a dry ppwder. 
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1 1 . The method of claim 1 0, wherein the specific ree><5n of respiratory tract is 
further targeted by adjusting the volume of air inhaled with me aerosol. 



12. The method of claim 1 , wherein th^^rmulation is aerosolized by being 
moved through a porous membrane. 
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13. The method of claim 12vwherein pores of the membrane have a diameter 
in the range of from 0.25 to 1.0 microns. 
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14. The mcti^d of claim 12, wherein pores of the membrane have a diameter 
in the range of from4 .25 to 2.0 microns. 

1 5/^ The method of claim 12, wherein pores of the membrane have a diameter 
in the/range of from 2.25 microns to 3.0 microns. 
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16. The method of claim 1, wherein particle size i 





no 



ins 
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17, A method of delivering a polynucleotide preferentially to a specific 
region of a respiratory tract in a mammalian subject comprising^ 

(a) determining an inspiratory volume of the subject; 

(b) aerosolizing a formulation comprising a polypH(5feotide, thereby forming 
aerosolized particles having an aerodynamic diaipetCT related to the diameter of airways 
in an area of a respiratory tract of the subj. 

(c) inhaling the aerosolize^^fJmticles into the respiratory tract of the subject, 
wherein the aerodynamic s^z^of the particles is related to the diameter of airways in the 
specified region of tjaerespiratory tract; and 

(d) repd^edly aerosolizing the polynucleotide formulation at the same determined 
inspir^t<5iy volume. 

18. The method of claim 17, wherien the volume is determined by^ 
the subject to inhale a given amount. 




19. Theni 
airflo^c^-eteefroni cally 



ein the volume is determined by measuring 



cified 



20. A method of delivering a polynucleotide preferentially to^ 
region of a respiratory tract in a mammalian subject^^^pmprrsmg: 

(a) aerosolizing a liquid fommlati^n comprising a polynucleotide and a lipid 
carrier, thereby forming aeros^Jize^particles having an aerodynamic diameter related to 
the diameter of airways^n an area of a respiratory tract of the subject; 

(b) ^^..-iflnaling the aerosol into the respiratory tract of the subject, wherein the 
aerodY»5mic diameter of the particles targets the particles to the specified region of the 

spiratory tract. 



